1 human/ 2 (comment or editorial or letter or meta-analysis or review).pt. 3 1 not 2 4 (alcohol drinking or alcoholic beverages or heavy drinking occasion* or heavy episodic drinking or binge drinking or alcoholic intoxication or problem drinking or hangover* or irregular drinking or drinking pattern or inebriation).mp. 5 exp drinking behavior/ or exp alcohol drinking/ or exp binge drinking/ 6 4 or 5 7
(myocardial ischemia or myocardial infarction or myocardial infarct$ or coronary disease or heart diseases or coronary artery disease or coronary heart disease or angina or cardiac death$ or ischaemic heart disease or ischemic heart disease or cardiac event$ or coronary event$).mp. 8 exp myocardial ischemia/ or exp coronary artery disease/ 9 7 or 8 10
exp Case-Control Studies/ 11 exp cohort studies/ or exp follow-up studies/ or exp longitudinal studies/ or exp prospective studies/ or exp retrospective studies/ 12 exp risk/ 13 10 or 11 or 12 14 3 and 6 and 9 and 13 15 limit 14 to yr="1980 -2014" URL to search strategy None.
Clinical samples

Data extraction
From all relevant articles we extracted authors' names, year of publication, country, calendar year(s) of baseline examination, follow-up period, setting, assessment of IHD and alcohol consumption or AUD diagnosis, mean and range of age at baseline, sex, number of observed IHD cases or deaths among participants by drinking group, number of total participants by drinking group, adjustment for potential confounders, and RR and its standard error. We used the most adjusted RR reported, and gave priority to estimates comparing heavy drinking to lifetime abstainers were abstracted by one reviewer. Full-text articles with uncertain eligibility were discussed by both authors until consensus was reached. To control for subjectivity, 10 papers were randomly selected and extracted by another author. No changes in abstraction were recorded. Primary authors were not contacted by the authors in case there was not enough information presented in the article.
Risk of bias
Most quality scores are tailored for meta-analyses of randomized trials of interventions [7] [8] [9] [10] and many criteria do not apply to epidemiological studies like the ones examined here. Also, their use in meta-analyses remains controversial [10 11] . Thus, quality assessment was incorporated differently by including quality components such as study design and alcohol measurement into the inclusion and exclusion criteria (please see also Data abstraction and Supplementary Table 1 for details). Quality checklists therefore would not have been able to distinguish the quality of selected studies in our analysis.
Strategy for data synthesis
Standardized mortality ratios (i.e. comparisons of mortality risks of patients in AUD treatment with the sex-and age-specific general population; see [12] ), hazard ratios, odds ratios, and relative risks were treated as equivalent measures of risk. Analyses were stratified by sex where possible. If necessary, relative risks within studies were recalculated based on the method described by Hamling et al. [13] and pooled across studies using inverse-variance weighted DerSimonian-Laird random-effect models to allow for between-study heterogeneity [14] . We quantified between-study heterogeneity using Cochran's Q [15] and the I 2 statistic [16] . I 2 can be interpreted as the proportion of the total variation other than chance that is due to heterogeneity between studies. We tested for potential publication bias using Egger's test [17] . Sensitivity analyses for the influence of single studies on the pooled relative risks were conducted omitting one study at a time and re-estimating the pooled relative risk. No change in conclusions was observed. All meta-analytical procedures were conducted on the natural log scale in Stata statistical software, version 12.1 (Stata Corp, College Station, Texas), and p<0·05 (two-sided) was considered statistically significant.
Analysis of subgroups or subsets
Subgroup analyses were completed for different classification of alcohol exposure (chronic heavy drinking based on average alcohol consumption and AUD patients in treatment), and for incidence, mortality,morbidity, and adjustment for confounders. Meta-regression was conducted to identify study characteristics (study design) that might influence the association between heavy drinking and IHD in all subgroups considered when more than 10 studies were available.
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